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EXHIBIT D-i 



Research Plan 

finding in most <°™ s that 
human glomewlonophrrtis. Prenminav , SmonsiWe for this ECM 

without 

chondroitin/dermatan sulfate proie gSSSiS Ser Growth factors tested had 
2 altering synthesis ^^^SffS^A ^SSS^pSSSi may be 

5 no effects. The uniwB^^rre"^5S p {^ e n this -footprint" is found in 

g viewed as ^^j^SSl^S^Bl^b^^ W* have analyzed 

5 studies of ECM h can siflnifyihat j23aJaSl inhiiy in the rat and have, found 

I ECM production synthesizing increased 

^tbe ^ n«F6> regulates the product-on and 



O 



^ accumulation of ECM in glomerular disease 

1 . 1^ vili* • tne Bffeas of tgfq and other growth factors on the 
UJ 3 ' produSion and cell matrix deposition o proteoglycans and ECM 
O alvcooroteins by cultured rat mesangial cells anentc 
< b Sine the ability of anti-TGFB and mher aflentS 
O. to block the action of TGFB on ECM production. 

2. to ^' Vo f onh9r deve|op an anjma , mode) of S p ec i fic mesangial cell 

E b Tt?ha a racten 9 ze tK^sition of the pathologic ECM in tissue. 

t c To SaSzl the production of ECM by diseas ed glomeruh m 

? cutture and correlate with growth factor induced changes in 

SI d ^SS^S^S^ of growth factors by euttund mesangial 

> cell" f and I glomefuH using conditioned media in b.olog.cal and 

't e fflSBKSK'n- °t growth factors in diseased glomeruli by 

O Northern analysis and in Sim hybridization. . . 0 rfi .. ase 

^ f To daveloD reaimens for therapeutic intervention in the disease 

2 1 modll by anSes and other agents capable of neutralizing the 

O TGFB effect 
O 



B. 



Bn rKnrroint^BjgnltlWng^ . ^ t0 answer wo elated questions 

r eS, "S^Mew ot the Relationship pt ffloj-j* r tnju* toj a""*"* 1 "* 

w oiomanjlar Injury in both humans and animals is 

^^■S tS hype^nu.^ . proteinuria, hematuna. 
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EXHIBIT D -2 



to s*m« m fi» to 



40 ^-QPM. ^EST^TQWWOGB*M Q*t 



hybridization. D art" ™^ ™" rates (64} If we find increased 

analysis 10 study xhe P^dLd by Dr. 

and tenasdn The ^P^g^^thl B^eSon levels ot 
RuoslahtTs laboratory., n VS^SSSS elevated to be 
z fibronectin and tenasan wrfl g_Sff^emphasis will be on 

S P° m ^'t en ^AI!^ An important 

" ot nfinratlng cells as a source 0! ' ^£f*5* have propo sed 

Therap.uticinte^ 

several expenments wmay P'™ a m esangial 
ameliorate theaaion 0 « TQFBm * e amm ^ c eff f 
in ury. This includes. 1 } ^ n J^"r n Jr B « BCts 0 f the RGD peptide 
PDGF and/or other growth factors 2) «Jgs " t ^ ^nwSvSble 
H and 3) the pmd»*m of J»2aKMlS5-'o the 

Z tH ^ B a^« fff^ d^lj^« ^ney as therapeutic 

animal and/or «nniseo . mesangial matrix. Our 

III a 9 ents t0 P, revent ^JSISttS woe oTintervention in animal 

S laboratory is expenencedin th s type °* '™ e £" 1 that one or 

> models 01 glomerular ^^^Xy^?SSi of TGFB. This 

t KSflS S5K S£^£S°ft W the design of a 

£ tfudT^* humans whh glomerulonephritis. 

2 3. ^^^"SS-,. experiments to.tulb ' 

O a - » e C «°e n ct on ECM Determine gJ^i^SST 

O ECM following : ^SSm^L^S^^^ on ECM 

lactore 10 idenufy Y^SS of mesangial matrix in the 

conditioned media, biock iv» p _ rfac . Nortnem 
irj sit" hybridization techniques. y2 <fyy^g 
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EXHIBIT D -3 



